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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



international application N 
PCT/GB2006/002593 



Box; No; I Bas is of the q^nion 
i . With regard to the language, this opimars has mm established or the basis of: 
il the international appfeatfcn in the Savage m which n was fifed 

□ a translation of the international application M> , which -W the language of a tmnsiaUon furnished for the 
purposes of international search (Rules i2:,3(a) and S3 J {p)}- 

£■ Win regard to any rsuefeotide and&r amiRo. acid seqoenes disclosed In the foifemationaS apolie^ioq smd 
necessary to the claimed Invention, this opinion has been established en the basis of: 

a, type. of material: 

□ a sequence listing 

□ tabie(s) r&M&d to the sequence gstlng 

b, format of material; 
O on paper 

□ in electronic form 

c, time of iino^urnlshlnp: 

O contained in the international application as fiied> 

□ Hied together with the international application in electronic ten. 
O furnished subsequsn%- to this Authority for the pulses of search. 

3. O in addition, in the ease that mora than ens version or copy of a sequence Mm and&r table mmm thereto 

has been hlad or furnished, the required statements that the information In the subsequent or additional 
copies ss identical to Ibat m the application as fifed or does not qo beyond ®& application as hied as 
appropriate, were furnished. 

4. Additional comments: 
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WRITTEN OPINION OF THE international application No 

I MTE R N ATI 0 N A L SEARCHING AUTHORITY PCT/Sb20oSo2593 



Bex No. hi Non-establishment of opinion witt? regard Jo novelty. inventive stee and induct ?m 
applicability " " r» 



The questions whether the claimed invention appears to be novel, to involve an sfo-o (in b* eon 

obvious}, or to he iRdusfoaily applicable nava sot been examined in respect of 

D the entire international application 

il claims hfos. 18-16 

because: 

e the said international application, or the said claims hlos. with respect to Industrial Applicability relate to 
me fosowms subject matter which does not require an international search (specify): ' 

see separate sheet 

□ the description, claims or drawings rttdieas? particular etem&nts below) or said maims Nos ar« so 
unclear that no meaningful opinion could be formed (specify}: 

□ the claims, or said claims Mos . are so inadequately supported by the description that no meaningful opinio 
could &e' formed (specify }: ** 

□ no ihtsrnatiorsal search report has been established for the whole application or lor said claims Has. 

D a meanlhgy opinion could not be formed wlti>out the sequence listino; the applicant did not within ths* 
prescribed time limit; ......-.«■. > - 

□ fcmfeli a sequence Using on paper complying with the standard provided for in Annex 0 of the 
Administrative instructions, and such fisting was not available to the international Searching 
Authority in a form and manner acceptable to it, * 

O furnish a sequence listing in electronic form complying with the standard provided for in Annex C 
f m Admsnstrative instructions, and such listing was not available to the international Saarchlprt 
Authority m a form and manner acceptable to It 

O pay the required late furnishing tee for the furnishing of a sequence listing in response to an 
invitation under Rules 13fer. 1(a) or {b}. " ■ ■ 

□ a meaningful opinion could not bs formed without the tables related to the sequence listings; the applicant 
did not, withsn tm prescribed time limit, furnish such tables in electronic form comply ino wTththa technical 
requirements provided for in Annex C-cvs ol the Administrative Instructions, and such tables were not 
available to the international Searching Authority in a form and manner acceptable to it 

U the tables related to the nucleotide andfer amino acid sequence listing, if in electronic form only do not 
comply w?fh the technical requirements provided for in Annex C -orsof the Administrative instructions.' 

O See Supplemental Box for further details 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



PGT/GB20D8kX)2593 



International application m. 



Bm Ho, V Reasoned statement urater Rule 43&ki{a)0) with regard to novelty, Inventive step or 
industrial applicability: citations and explanations supportmg such statement 



1, Statement 



Novelty (M) 



Yes; Ciaims 
No; Ciatas 



1-16 



Inventive step (IS) 



Yes; Claims 
NO; Claims 



1-16 



industrial applicability (iA) 



Yes: Claims 
Mo: Claims 



in 



.g. Citations and explanations 



separate 



Sox Mo. VI Certain documents cited 



% Certain published documents {Rules and 70.10) 
and /or 

2, jNfon-writreh disclosures {Rules 43^1 and ?o.8> 
seeSotm 218 



Box No. VIII Certain observations on the international application 

The following observations on the clarify of ma claims, description, and drawings or on the question whether the 
claims are tolly supported by the description, are mads: 

see separate sheet 
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WRITTEN OPINION OF THE International application No 

INTERNATIONAL SEARCHING 

AUTHORI TY (SEPARATE SHEET) PCT/GB2Q06/00259 3 

Re Item III; 

1 , Claims 1 2-1 6 relate to syfeject^maKer considered by tnis Authority to be covered by 
the provisions of Rule 67.1 (Iv) POT. Consequently, no opinion will be formulated with 
respect to the Industrial applicability of the subject- matter of these claims (Article 
34<4)(a)(l) PCX), 

Re Item V: 

2, The documents considered in the present processing are consecutively numbered 
D1-D4: this numbering results from the citations 0i -04 found in the International 
Search Report (ISR) of the corresponding PGT application it will be adhered to in the 
rest of the procedure. The cited passage(s) for each citation will be considered unless 
otherwise specified, 

3, The application refers 10 3,11 bHsls-dlhydrotetrabenazine for use in halting or slowing 
the progress of one or more symptoms of Huntington's disease. Further, the use of 
3,1 1 e~cis-diliydrotefrabenazine In the preparation of a medicament for the treatment 
of one or more symptoms of Huntington's disease is claimed. 

4, Novelty, Article 33(2} PCT 

None of the cited prior art documents discloses compounds with the eis 
configuration at atoms 3 and 1 1 of dihydrotetrahenazine. 

Thus, the subject-matter of claims 1-18 is considered novel within the meaning of 
Article 33(2} PCT. 

5, Inventive Step, Article 33(3} PCT 

The object underlying the present application is the provision of a medicament for 
halting or slewing the progress of one or more symptoms of Huntington's disease. 
The posed solution is the use of 3,1 1b~eis~dihvdrotetrabenazine in the preparation 
of a medicament. 

The use of tetrabenazine for the treatment of Huntington's disease has been known 
since long ago. It was further fcndwh, that the major metabolite is 
dihydroietrafoenazine, which Is believed to be primarily responsible for the activity of 



WRITTEN OPINION OF THE international aopSfeaSw No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/GB2006/Q02S93 



the drug. Hitherto only the trans isomers of 

3,1 ib-dihydroiBtrabonazine were known and used in medicine. 

However, the skilled pernors m f ou!d have reasonably 'expected thai also the cts- 

isomers show at least the same activity as the 'jtrans-fsomers. 

Thus, it Is considered thai: the subject-mattef of claims 1 -18 does not Involve an 
inventive step over the disclosure of DS and D4 within the meaning of Article 33(3} 
PC'T'. 



Re Stem VI: 

8. Certain published documents (Rule 70,10) 

D1 ; WO 2005/077946 A {CAMBRIDGE LAB LTD [68] ; TRIDGBTT ROBERT 
[GS]: CLARKE IAN [GBj; TURTLE) 25 August 2005 ^2005-08-25) 
D2: WO 2006/053067 A2 {PRESTWICK PHARMACEUTICALS INC [US]; 
CLARENCE-SMITH KATHLEEN [US]) 18 May 2006 (2008-05-18) 

The above cited documents could become relevant for tHe assessment of novelty 
by ■entering the regional European phase. 

fte Item VIM: 

7, Claims 1 4 and 1 8 relate to a compound for use, method or use. 

These claims are considered unclear since they leave the reader in doubt about the 
category oi : the said claims. Article 8 PCT, 
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